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aren What pharmacologic treatment do you recommend? 


Select one: 
Rectal 5-aminosalicylic acid Y 
Oral azathioprine and 6-mercaptopurine * 
Rectal budesonide * 
Oral 5-aminosalicylic acid % 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 


To understand the therapeutic options for patients with mild to moderate ulcerative colitis (UC). 


BACKGROUND: 


Inflammatory Bowel Disease (IBD) is mainly made up of two disorders, ulcerative colitis (UC) and Crohn's 
Disease (CD). UC is a chronic inflammatory condition with periods of relapse and remission, limited to 
continuous, diffuse and shallow inflammation of the mucosal layer of the colon. It can present as chronic 
diarrhea, rectal bleeding and abdominal pain relieved by defecation (UC classic triad). CD is a chronic 
inflammatory condition that involves transmural, patchy and discontinuous inflammation which can result in 
skip lesions. Due to the different inflammation pattems of CD, sinus tracts occur leading to micro- 
perforations and fistulae. CD can present as abdominal pain, diarrhea and weight loss (CD classic triad). CD 
can also occur anywhere along the gastrointestinal tract (irom mouth to anus) whereas UC is more localized 
to the terminal ileum, colon or rectum. 


Mild UC presents with < 4 loose stools/day, with or without blood, no systemic toxicity, and a normal ESR. 
Moderate UC presents with > 4 loose stools/day, mild anemia, abdominal pain (not severe), minimal systemic 
toxicity (e.g. low-grade fever) and no weight loss. Severe UC presents with > 6 loose stools/day, severe 
cramps, systemic toxicity (e.g. fever, tachycardia, anemia, elevated ESR), and rapid weight loss. 


Pharmacological therapy for mild ulcerative colitis is initially treated with oral or rectal 5-ASA/mesalamine. 
Symptoms are re-assessed in 4-8 weeks, Moderate-severe ulcerative colitis is also treated with oral 5- 
ASA/mesalamine and oral prednisone may be added if remission is not achieved. The addition of 
immunomodulators (e.g. azathioprine, 6-mercaptopurine and methotrexate) for maintenance or biologic 
therapy (e.g. vedolizumab) +/- immunomodulator therapy are also considered (especially if UC patients are 
treatment resistant to achieving remission). 


UC can be further broken down to describe the degree of colonic/rectum involvement. Therapeutic options 
can vary according to the progression of the disease, and the severity of the disease. Ulcerative proctitis is 
when the disease is limited to the rectum. Ulcerative proctosigmoiditis is when the disease is limited to the 
rectum and sigmoid colon. Initial treatment for patients with mild-to-moderate ulcerative proctitis or 
proctosigmoiditis is rectal 5-aminosalicylic acid (ASA) because it can reduce the severity and induce 
remission. Those unwilling to use rectal therapy can be treated with oral 5-ASA. 


RATIONALE: 


Correct Answer: 


Question #: 22 


ID: 58120 
Not answered 
Fag question 


e Rectal 5-aminosalicylic acid - First-line therapy tor patients with mild to moderate disease in 
ulcerative proctosigmoiditis. 


Incorrect Answers: 


+ Oral azathioprine and 6-mercaptopurine - Used in moderate to severe disease with recurrent flares 
as maintenance. 


. Rectal budesonide - Used when rectal or oral 5-aminosalicylic acid (5-ASA) is ineffective at inducing 
remission. 


* Oral 5-aminosalicylic acid - Patients who are unwilling or don’t respond to topical 5-aminosalicylic 
acid (5-ASA) can use this option. 


TAKEAWAY/KEY POINTS: 


Rectal 5-ASA is first-line in the treatment of mild ulcerative proctosigmoiditis (inflammation of the 
rectum/sigmoid colon). Oral 5-ASA is also an appropriate first-line option if patients are unwilling or unable 
to tolerate rectal therapy. 


REFERENCE: 


[1] Bressler B, Marshall JK, Bernstein CN, et al. Clinical practice guidelines for the medical management of 
nonhospitalized ulcerative colitis: the Toronto consensus. Gastroenterology. 2015;148(5):1035-1058.e3. doi: 
10.1053/j.gastro.2015.03.001. 

[2] Bitton A, Buie D, Enns R, et al. Treatment of hospitalized adult patients with severe ulcerative colitis: 
Toronto consensus statements. Am J Gastroenterol. 2012;107(2):179-94. doi: 10.1038/ajg.201 1.386. 


The correct answer is: Rectal 5-aminosalicylic acid 


Assume HP is started on oral and rectal 5-aminosalicylic acid (5-ASA). HP comes back after 5 weeks 
and complains that he is still experiencing diarrhea with abdominal pain and blood. The physician 
comes to you for a recommendation. 


Which of the following statements is correct: 


Select one: 
Add rectal corticostetoid to the current regimen % 
Replace rectal 5-ASA with rectal corticosteroid Y 
Start IV steroids * 


Continue current therapy for 4 more weeks X 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 
To understand how to manage treatment failure in mild ulcerative colitis. 


BACKGROUND: 


Inflammatory Bowel Disease (IBD) is mainly made up of two disorders, ulcerative colitis (UC) and Crohn's 
Disease (CD). UC is a chronic inflammatory condition with periods of relapse and remission, limited to 
continuous, diffuse, and shallow inflammation of the mucosal layer of the colon. It can present as chronic 
diarrhea, rectal bleeding, and abdominal pain relieved by defecation (UC classic triad). CD is a chronic 
inflammatory condition that involves transmural, patchy, and discontinuous inflammation, which can result in 
skip lesions. Due to the different inflammation pattems of CD, sinus tracts occur leading to micro- 
perforations and fistulae. CD can present as abdominal pain, diarrhea, and weight loss (CD classic triad). CD 
can also occur anywhere along the gastrointestinal tract (from mouth to anus), whereas UC is more localized 
to the terminal ileum, colon, or rectum. 


Mild UC presents with < 4 loose stools/day, with or without blood, no systemic toxicity, and a normal ESR. 
Moderate UC presents with > 4 loose stools/day, mild anemia, abdominal pain (not severe), minimal systemic 
toxicity (e.g. low-grade fever), and no weight loss. Severe UC presents with > 6 loose stools/day, severe 
cramps, systemic toxicity (e.g. fever, tachycardia, anemia, elevated ESR), and rapid weight loss. 


Pharmacological therapy for mild ulcerative colitis is initially treated with oral or rectal 5-ASA/mesalamine. 
Symptoms are re-assessed in 4-8 weeks, Moderate-severe ulcerative colitis is also treated with oral 5- 
ASA/mesalamine and oral prednisone may be added if remission is not achieved. The addition of 
immunomodulators (e.g. azathioprine, 6-mercaptopurine, and methotrexate) for maintenance or biologic 
therapy (e.g. vedolizumab) +/- immunomodulator therapy are also considered, especially if UC patients are 
treatment-resistant to achieving remission. 


RATIONALE: 
Correct Answer: 


* Replace rectal 5-ASA with rectal corticosteroid - Oral 5-ASA is continued and rectal or oral 
corticosteroids are added in place of rectal 5-ASA. 


Incorrect Answers: 


(Question #: 23 
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Start IV steroids - IV steroids are not used in mild to moderate UC. 


Continue current therapy for 4 more weeks - HP is not responding to current therapy. Extending 
the length of time will not change the response. 


TAKEAWAY/KEY POINTS: 


If treatment failure occurs in mild ulcerative colitis on oral and rectal 5-ASA, topical 5-ASA can be dropped in 
favor of rectal or oral corticosteroid therapy to help achieve remission. 


REFERENCE: 


[1] Bressler B, Marshall JK, Bernstein CN, et al. Clinical practice guidelines for the medical management of 
nonhospitalized ulcerative colitis: the Toronto consensus. Gastroenterology. 2015;148(5):1035-1058.e3. doi: 
10.1053/j.gastro.2015.03.001. 

[2] Bitton A, Buie D, Enns R, et al. Treatment of hospitalized adult patients with severe ulcerative colitis: 
Toronto consensus statements. Am J Gastroenterol. 2012;107(2):179-94. doi: 10.1038/ajg.2011.386. 


The correct answer is: Replace rectal 5-ASA with rectal corticosteroid 


Assume it is HP's first episode of mild ulcerative colitis (UC) and he responded well to his initial 
therapy of oral and topical 5-aminosalicylic acid (5-ASA). 


Is maintenance therapy required for HP? 


Select one: 
Yes, start HP.on.a maintenance regimen of rectal or oral 5-ASA Y 
Yes, start HP on a maintenance regimen of methotrexate ® 
Yes, start HP'on a maintenance regimen of corticosteroid therapy * 


No, maintenance therapy is not recommended X% 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 


To understand when maintenance therapy is required in ulcerative colitis. 


BACKGROUND: 


Inflammatory Bowel Disease (IBD) is mainly made up of two disorders, ulcerative colitis (UC) and Crohn's 
Disease (CD). UC is a chronic inflammatory condition with periods of relapse and remission, limited to 
continuous, diffuse and shallow inflammation of the mucosal layer of the colon. It can present as chronic 
diarrhea, rectal bleeding and abdominal pain relieved by defecation (UC classic triad). CD is a chronic 
inflammatory condition that involves transmural, patchy and discontinuous inflammation which can result in 
skip lesions. Due to the different inflammation patterns of CD, sinus tracts occur leading to micro- 
perforations and fistulae. CD can present as abdominal pain, diarrhea and weight loss (CD classic triad). CD 
can also occur anywhere along the gastrointestinal tract (from mouth to anus) whereas UC is more localized 
to the terminal ileum, colon or rectum. 


Mild UC presents with less than 4 loose stools/day, with or without blood, no systemic toxicity, and a normal 
ESR. Moderate UC presents with 4 or more loose stools/day, mild anemia, abdominal pain (not severe), 
minimal systemic toxicity (e.g., low-grade fever), and no weight loss. Severe UC presents with 6 or more loose 
stools/day, severe cramps, systemic toxicity (e.g. fever, tachycardia, anemia, elevated ESR), and rapid weight 
loss. 


Pharmacological therapy for mild ulcerative colitis is initially treated with oral or rectal 5-ASA/mesalamine. 
Symptoms are re-assessed in 4-8 weeks. Maderate-severe ulcerative colitis is treated with oral 5- 
ASA/mesalamine, and oral prednisone may be added if remission is not achieved. The addition of 
immunomodulators for maintenance or biologic therapy is also considered. 


RATIONALE: 
Correct Answer: 


e Yes, start HP on a maintenance regimen of rectal or oral 5-ASA - Once remission is achieved with 
5-ASA, continue oral or rectal 5-ASA for maintenance. 


Incorrect Answers: 


* Yes, start HP ona maintenance regimen of methotrexate - Methotrexate is not the maintenance 
therapy of choice in mild UC. 


* Yes, start HP on a maintenance regimen of corticosteroid therapy - Corticosteroids are not used 
for maintenance therapy. 


e No, maintenance therapy is not recommended - Maintenance therapy is recommended for patients 
with mild to moderate UC who achieve remission. 


Question #: 24 


ID: 54025 
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TAKEAWAY/KEY POINTS: 


Patients with mild ulcerative colitis who achieve remission with 5-ASA should continue therapy with oral or 
rectal 5-ASA as maintenance. 


REFERENCE: 


[1] Nanda K, Moss AC. Update on the management of ulcerative colitis: treatment and maintenance 
approaches focused on MMX® mesalamine. Clinical pharmacology: advances and applications. 2012;4: 41-50. 
doi: 10.2147/CPAA.S26556. 

[2] Bressler B, Marshall JK, Bernstein CN, et al. Clinical practice guidelines for the medical management of 
nonhospitalized ulcerative colitis: the Toronto consensus. Gastroenterology. 2015;148(5):1035-1058.e3. doi: 
10.1053/j.gastro.2015.03.001. 


The correct answer is: Yes, start HP on a maintenance regimen of rectal or oral S-ASA 


Which of the following patients is at the greatest risk of developing Inflammatory Bowel Disease (IBD)? 


Select one: 
A 22 year old Caucasian female that is prescribed lorazepam for her chronic stress at work Y 
A 34 year old South-Asian male with Type 1 diabetes ¥ 
A 44 year old. Caucasian male that was recently hospitalized due to a biliary tract infection X 


‘An 18 year old Asian female with a urinary tract infection X 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 
To identify the risk factors for developing IBD. 


BACKGROUND: 


Inflammatory Bowel Disease (IBD) is a group of inflammatory disorders in the gastrointestinal tract. The true 
cause of IBD is unclear, but it is believed that symptoms are caused by dysregulation of the immune system 
whereby it mounts a response against some gut flora. mainly made up of two disorders, ulcerative colitis (UC) 
and Crohn's Disease (CD). UC is a chronic inflammatory condition with periods of relapse and remission, 
limited to continuous, diffuse and shallow inflammation of the mucosal layer of the colon, It can present as 
chronic diarrhea, rectal bleeding and abdominal pain relieved by defecation (UC classic triad). CD is a chronic 
inflammatory condition that involves transmural, patchy and discontinuous inflammation which can result in 
skip lesions. Due to the different inflammation pattems of CD, sinus tracts occur leading to micro- 
perforations and fistulae. CD can present as abdominal pain, diarrhea and weight loss (CD classic triad). CD 
can also occur anywhere along the gastrointestinal tract (from mouth to anus) whereas UC is more localized 
to the terminal ileum, colon or rectum. 


There are risk factors that have been linked to developing IBD. These include age (15-40 years old for UC and 
< 30 for CD), infection, family history, Caucasian ethnicity, western diet, psychological stress, and 
environmental factors (e.g. bacterial, viral, dietary antigens). 


RATIONALE: 
Correct Answer: 


* A 22 year old Caucasian female that is prescribed lorazepam for her chronic stress at work - This 
patient has many risk factors for IBD including age, ethnicity and chronic stress. 


Incorrect Answers: 


* A 34 year old South-Asian male with Type 1 diabetes - This patient has no identifying risk factors 
for IBD. 


* A 44 year old Caucasian male that was recently hospitalized due to a biliary tract infection - This 
patient has risk factors of ethnicity and infection, however, he is not the patient at the highest risk of 
developing IBD. 


+ An 18 year old Asian female with a urinary tract infection - This patient is at risk due to her age 
and infection, however, there are other patients that have a greater risk of developing IBD. 


TAKEAWAY/KEY POINTS: 
Age, family history, Caucasian ethnicity, stress and infection are all risk factors for developing IBD. 


REFERENCE: 


[1] Bressler B, Marshall JK, Bernstein CN, et al. Clinical practice guidelines for the medical management of 
nonhospitalized ulcerative colitis: the Toronto consensus. Gastroenterology. 2015;148(5):1035-1058.e3. doi: 
10.1053/j.gastro.2015.03.001. 


[2] Bitton A, Buie D, Enns R, et al. Treatment of hospitalized adult patients with severe ulcerative colitis: 
Toronto consensus statements. Am J Gastroenterol. 2012;107(2):179-94. doi: 10.1038/ajg.201 1.386. 


[B] Hanauer SB. Inflammatory bowel disease: epidemiology, pathogenesis, and therapeutic opportunities. 
Inflamm Bowel Dis. 2006;12(Suppl 1):53-9. https://doi.org/10.1097/01.MIB.0000195385.19268.68. 


[4] Kornbluth A, Sachar DB, Practice Parameters Committee of the American College of Gastroenterology. 
Ulcerative colitis practice quidelines in adults: American College Of Gastroenteroloay, Practice Parameters 
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Committee. Am J Gastroenterol. 2010;105(3):501-23. doi: 10.1038/ajg.2009.727. 


[5] Narula N. Inflammatory Bowel Disease. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


[6] Peppercorn MA, Cheifetz AS. Definition, epidemiology, and risk factors in inflammatory bowel disease. In: 
Post T, ed. UpToDate. Waltham, MA. www.uptodate.com. 


[7] Peppercorn MA, Kane SV. Clinical manifestations, diagnosis and prognosis of ulcerative colitis in adults. In: 
Post T, ed. UpToDate. Waltham, MA. www.uptodate.com. 


[8] MacDermott RP. Management of mild to moderate ulcerative colitis in adults. In: Post T, ed. UpToDate. 
Waltham, MA. www.uptodate.com, 


[9] Peppercorn MA, Farrell RJ. Management of severe ulcerative colitis in adults. In: Post T, ed. UpToDate. 
Waltham, MA. www.uptodate.com. 


[10] Peppercorn MA, Kane SV. Clinical manifestations, diagnosis and prognosis of Crohn disease in adults. In: 
Post T, ed. UpToDate. Waltham, MA. www.uptodate.com. 


[11] Regueiro M, Hashash JA. Overview of the medical management of mild (low risk) Crohn disease in adults. 
In: Post T, ed. UpToDate. Waltham, MA. www.uptodate.com. 


[12] Hashash JA, Regueiro M. Overview of the medical management of high-risk, adult patients with 
moderate to severe Crohn disease. In: Post T, ed. UpToDate. Waltham, MA. www.uptodate.com. 


The correct answer is: A 22 year old Caucasian female that is prescribed lorazepam for her chronic stress at 
work 


THE NEXT 2 QUESTIONS INCLUSIVE REFER TO THE FOLLOWING CASE: 


NT is a 32-year-old male who was diagnosed with Crohn's disease five years ago. He has been 
managing his condition with a combination of dietary changes, medication, and regular check-ups. 
Despite these efforts, NT has experienced several flare-ups over the past year, which have significantly 
impacted his quality of life. His symptoms include abdominal pain, diarrhea, fatigue, and weight loss. 
NT has tried various treatments, including corticosteroids and immunosuppressants, but has not 
achieved sustained remission. Today, he presents to your clinic to start Humira® (adalimumab), as his 
gastroenterologist has recommended this biologic therapy to better control his symptoms and 
improve his overall well-being. 


Before he can begin taking Humira®, all the following conditions must be screened for EXCEPT: 


Select one: 
Hepatitis B & CX 
Tuberculosis % 
Diabetes Y 
Varicella * 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 


To understand which infections must be screened for before starting biologic therapy. 


BACKGROUND: 


TNF-a antagonists, such as adalimumab and infliximab, are a class of biologics that neutralize the effects of 
TNF-a, a pro-inflammatory cytokine. This action reduces inflammation and alleviates symptoms and systemic 
manifestations of IBD. TNF-a antagonists are effective in inducing and maintaining remission. 


Prior to initiating treatment with a TNF-a antagonist, patients must be screened for specific infections, and 
their immunizations should be current (e.g. influenza, pneumonia, hepatitis B). Screening is particularly 
important for infections such as tuberculosis, hepatitis B and C, and varicella. Given the significant 
immunosuppression associated with biologics, it is crucial to ensure that patients do not have serious or 
latent infections, as these can become life-threatening. Unlike infectious diseases, diabetes does not need to 
be screened for before starting biologic therapy 


RATIONALE: 
Correct Answer: 

* Diabetes - Diabetes status does not need to be screened for before starting biologic therapy. 
Incorrect Answers: 

e Hepatitis B & C - Hepatitis B & C must be screened for before starting biologic therapy. 

© Tuberculosis - Tuberculosis must be screened for before starting biologic therapy. 


e Varicella - Varicella must be screened for before starting biologic therapy. 


TAKEAWAY/KEY POINTS: 
Tuberculosis, hepatitis B & C, and varicella must be screened for prior to starting biologic therapy. 


Question #: 26 
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The correct answer is: Diabetes 


NT expresses hope and concern about starting this new treatment, seeking guidance on what to 
expect and how to manage potential side effects. 


All of the following are side effects of Humira® (adalimumab) EXCEPT: 


Select one: 


Myelosuppression X 
Increased susceptibility to infections * 
Reduced kidney function Y 


Injection site reactions * 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 
To identify side effects of biologic therapy 


BACKGROUND: 


Humira® (adalimumab) and other related biologics are effective treatments for autoimmune conditions such 
as Crohn's disease and ulcerative colitis, but they come with potential side effects that patients should be 
aware of. A possible side effect of tumour necrosis factor-alpha (TNF-alpha) inhibitors, such as adalimumab, 
is myelosuppression. Myelosuppression, also known as bone marrow suppression, is a condition in which 
bone marrow activity is decreased, resulting in fewer red blood cells, white blood cells, and platelets being 
produced. This can lead to a variety of symptoms and complications, including anemia, increased risk of 
infections, and bleeding problems. These biologics also increase the risk of infections, both common and 
serious, as they suppress the immune system's function. Patients may experience injection site reactions, such 
as redness, swelling, and pain. Less commonly, these treatments can cause elevated liver enzymes, leading to 
liver dysfunction. Other potential side effects include headaches, rash, and nausea. Due to the 
immunosuppressive nature of these medications, it is crucial to screen for latent infections like tuberculosis 
and hepatitis before initiating therapy. Regular monitoring and consultations with healthcare providers are 
essential to manage these risks effectively and ensure patient safety. 


RATIONALE: 
Correct Answer: 


e Reduced kidney function - While adalimumab has a possible side effect of elevated liver enzymes, 
leading to liver dysfunction, kidney function is unaffected by the drug. 


Incorrect Answers: 


* Myelosuppression - Adalimumab has a possible side effect of myelosuppression, which can reduce 
one's ability to fight infections due to decreased blood cell production. 


Increased susceptibility to infections - Adalimumab has a possible side effect of increased 
susceptibility to infections due to suppression of the immune system's function. 


* Injection site reactions - Adalimumab has a possible side effect of injection site reactions, such as 
redness, swelling, and pain. 


Question #: 27 
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TAKEAWAY/KEY POINTS: 


Humira® (adalimumab) and other related biologics may cause side effects, including myelosuppression, 
increased susceptibility to infections, and injection site reactions. 
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The correct answer is: Reduced kidney function 


Which of the following symptoms is not seen with Chron’s disease (CD)? 


Select one: 

Joint pain % 

Inflammation in the eyes X 
Muscle aches Y 
AandC® 


angs 


TOPIC: Crohn's disease 


LEARNING OBJECTIVE: 
To know symptoms associated with Crohn's disease (CD). 


BACKGROUND: 


Symptoms of CD can vary depending on the location of the disease in the gastrointestinal tract (Gl tract). The 
hallmarks of CD are prolonged diarrhea, abdominal pain, weight loss, and fever. Other symptoms include 
nausea and vomiting, joint pain, and rectal bleeding. Alongside inflammation in the eyes (an early sign of 
CD), joint inflammation (causes arthritis and stiffness), aphthous ulcers (common), and skin disorders. 


RATIONALE: 
Correct Answer: 


e Muscle aches - Muscle aches are not routinely seen with CD. 


Incorrect Answers: 
+ Joint pain - Joint pain is seen with CD, leading to arthritis and stiffness in the joints. 
+ Inflammation in the eyes - This is an early sign of CD. 


* Aand C- Joint pain is a symptom of CD, but muscle ache is not. 


REFERENCE: 
[1] Simon, Harvey. 2012. Crohn's Disease. University of Maryland Medical Center. 
htto://umm.edu/health/medical/reports/articles/crohns-disease, accessed February 1, 2017. 


[2] Peppercorn, Mark, and Sunanda Kane. 2016. Clinical Manifestations, Diagnosis, and Prognosis of Crohn 
Disease in Adults - UpToDate. https://www-uptodate-com.proxy.lib.uwaterloo.ca/contents/clinical- 
manifestations-diagnosis-and-prognosis-of-crohn-disease-in-adults?source=see link, accessed February 1, 
2017. 


The correct answer is: Muscle aches 


Uuesuun #: 26 
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THE NEXT 2 QUESTIONS INCLUSIVE REFER TO THE FOLLOWING CASE: 


TP arrives at your clinic with a new prescription for methotrexate 15 mg once weekly. She states that 
she needs this medication to “stabilize her Crohn's disease and prevent relapse”. TP heard from her 
friends that she has to take some sort of multivitamin when she takes her methotrexate. 


What supplementation should TP be taking and when should she be taking it with respect to the 
methotrexate? 


Select one: 
Vitamin B12.1000 meg once weekly, separated from methotrexate by 24 hours. % 
Folate 5 mg monthly, separated from methotrexate by 24 hours % 
Vitamin B12 1000 mcg daily, separated from methotrexate by 24 hours % 
Folate 5 mg weekly, separated from methotrexate by 24 hours ¥ 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 


To understand supplementation while on methotrexate therapy in IBD. 


BACKGROUND: 


Inflammatory Bowel Disease (IBD) is a group of inflammatory disorders in the gastrointestinal tract. The true 
cause of IBD is unclear, but it is believed that symptoms are caused by dysregulation of the immune system 
whereby it mounts a response against some gut flora. mainly made up of two disorders, ulcerative colitis (UC) 
and Crohn's Disease (CD). UC is a chronic inflammatory condition with periods of relapse and remission, 
limited to continuous, diffuse and shallow inflammation of the mucosal layer of the colon, It can present as 
chronic diarthea, rectal bleeding and abdominal pain relieved by defecation (UC classic triad). CD is a chronic 
inflammatory condition that involves transmural, patchy and discontinuous inflammation which can result in 
skip lesions. Due to the different inflammation patterns of CD, sinus tracts occur leading to micro- 
perforations and fistulae. CD can present as abdominal pain, diarrhea and weight loss (CD classic triad). CD 
can also occur anywhere along the gastrointestinal tract (from mouth to anus) whereas UC is more localized 
to the terminal ileum, colon or rectum. 


Pharmacological therapy can involve immunomodulating medications. Methotrexate is used in moderate to 
severe ulcerative colitis and Crohn's disease for maintenance of remission. Its mechanism of action is to 
inhibit DNA synthesis by inhibiting purine synthesis. Methotrexate inhibits dihydrofolate reductase (DHFR) 
which is the mechanism of action of many of its side effects. These side effects include infection, nausea, flu- 
like aches, headaches, bone marrow suppression, hepatitis and pneumonitis, Most of the methotrexate's side 
effects are caused by inhibition of DHRF. To counteract some of these side effects, folic acid is given 
concurrently with methotrexate therapy (on a different day than the methotrexate, separated by 224 hours ) 
to address potential folate deficiency. 


RATIONALE: 
Correct Answer: 


* Folate 5 mg weekly, separated from methotrexate by 24 hours - Methotrexate causes folate 
deficiency which can lead to side effects. 


Incorrect Answers: 


Vitamin B12 1000 mcg once weekly, separated from methotrexate by 24 hours - Vitamin B12 is 
not required unless the patient is B12 deficient. 


Folate 5 mg monthly, separated from methotrexate by 24 hours - Folate is taken more frequently 
than on a monthly basis. 


Vitamin B12 1000 mcg daily, separated from methotrexate by 24 hours - Vitamin B12 is not 
required unless the patient is B12 deficient. 


TAKEAWAY/KEY POINTS: 


Folic acid should always be given with methotrexate therapy (224 hours apart) to lessen the side effects 
caused by inhibition of DHRF. 
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The correct answer is: Folate 5 mg weekly, separated from methotrexate by 24 hours 


TR comes to your clinic a few weeks later with a prescription for vedolizumab. 


Which of the following Crohn's disease medications is contraindicated with vedolizumab? 


Select one: 
Adalimumab ¥ 
Methotrexate X 
Azathioprine x 
6-Mercaptopurine x 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 


LEARNING OBJECTIVE: 
To understand which therapies can be concomitantly used in inflammatory bowel disease. 


BACKGROUND: 


Inflammatory Bowel Disease (IBD) is a group of inflammatory disorders in the gastrointestinal tract. The true 
cause of IBD is unclear, but it is believed that symptoms are caused by dysregulation of the immune system 
whereby it mounts a response against some gut flora. mainly made up of two disorders, ulcerative colitis (UC) 
and Crohn's Disease (CD). UC is a chronic inflammatory condition with periods of relapse and remission, 
limited to continuous, diffuse and shallow inflammation of the mucosal layer of the colon. It can present as 
chronic diarrhea, rectal bleeding and abdominal pain relieved by defecation (UC classic triad). CD is a chronic 
inflammatory condition that involves transmural, patchy and discontinuous inflammation which can result in 
skip lesions. Due to the different inflammation pattems of CD, sinus tracts occur leading to micro- 
perforations and fistulae. CD can present as abdominal pain, diarrhea and weight loss (CD classic triad), CD 
can also occur anywhere along the gastrointestinal tract (from mouth to anus) whereas UC is more localized 
to the terminal ileum, colon or rectum. 


There are two purposes of pharmacologic treatment in Crohn's disease. The first purpose is to induce 
remission, and the second purpose is to maintain remission. Different clinical classifications (mild, moderate, 
severe) have different treatments to induce remission. There are two purposes of pharmacologic treatment in 
Crohn's disease. The first purpose is to induce remission, and the second purpose is to maintain remission. 


Concomitant use of multiple biologics is not part of current guidelines as there is no clear greater benefit 
versus the potential risk of severe immunosuppression. 


RATIONALE: 
Correct Answer: 


e Adalimumab - Concomitant use of TNF-a inhibitors has not been studied safely and is not currently 
recommended. 


Incorrect Answers: 
* Methotrexate - Vedolizumab may be used in conjunction with this medication. 
* Azathioprine - Vedolizumab may be used in conjunction with this medication. 


* 6-Mercaptopurine - Vedolizumab may be used in conjunction with this medication. 


TAKEAWAY/KEY POINTS: 


If failure to achieve remission on a biologic therapy occurs, an altemative that has not been trialed yet should 
be considered. Concomitant use of multiple biologics is not recommended. 
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The correct answer is: Adalimumab 


THE NEXT TWO QUESTIONS INCLUSIVE REFER TO THE FOLLOWING CASE: 


KD, a 20-year-old female, was diagnosed with mild-to-moderate Crohn's disease (location: terminal 
ileum) eight weeks ago. She attends university and plays varsity volleyball. She does not smoke. She 
has asthma that is well-controlled with Symbicort® (budesonide-formoterol 200/6 mcg) 1-2 puffs 
every 6 hours as needed. Upon her diagnosis, KD was started on budesonide 9 mg/day PO to induce 
remission. She presents for a follow-up with her doctor today without adequate relief from her 
symptoms. KD is reassessed, and a goal to induce remission with an alternative therapy is set. 


What pharmacologic treatment should she be put on to induce remission? 


Select one: 
Prednisone 
Azathioprine * 
Methotrexate x 


Mesalamine * 


TOPIC: Ulcerative Colitis (UC) / Crohn's Disease (CD) 
LEARNING OBJECTIVE: 

Identify treatment options for Crohn's disease (CD). 
BACKGROUND: 


The pharmacologic treatment for Crohn's disease (CD) has two purposes: to induce and maintain remission. It 
is important to classify the patient's disease state to assist in choosing a first-line therapy for induction and 
maintenance of remission, Patients with mild-to-moderate CD (location terminal ileum +/- right colon) can 
take budesonide 9 mg/day as a first-line option to help induce remission. If remission by budesonide is not 
achieved, switching therapy to prednisone 40-60 mg/day can effectively induce remission of mild-to- 
moderate Crohn's disease. If this successfully induces remission, corticosteroid therapy is tapered to 0, and 
maintenance therapy is added, It is not recommended to use oral corticosteroids to maintain remission due 
to lack of efficacy and risk of significant adverse effects with prolonged use. If this does not induce remission, 
treatment can be escalated to the moderate-to-severe CD algorithm. 


RATIONALE: 
Correct Answer: 


e Prednisone - When budesonide does not successfully induce remission, oral corticosteroids 
effectively induce remission of mild-to-moderate Crohn's disease. 


Incorrect Answer: 
* Azathioprine - Azathioprine is not effective in inducing remission in mild Crohn's disease. 
* Methotrexate - Methotrexate is not effective in inducing remission in mild Crohn's disease. 
* Mesalamine - Mesalamine is not effective in inducing remission in mild Crohn's disease. 


TAKEAWAY/KEY POINTS: 


When budesonide does not successfully induce remission in patients with mild-to-moderate Crohn's disease 
(location: terminal ileum), the patient should be given prednisone 40-60 mg/day to induce remission. 
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The correct answer is: Prednisone 
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